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Application Papers 
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Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
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1 .□ Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 
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Art Unit: 1645 

RESPONSE TO AMENDMENT 

The arguments and translation documents filed 10-4-04 have been entered into the 
record. The amendment to the title filed 10-6-04 has not been entered into the 
specification, as it is not in compliance with 37 CFR 1.121. The amendment to the claims 
filed 1-5-05 has been entered. The amendment to the title and specification filed 5-31-05 
have been entered. Claims 6, 15and 22 have been cancelled. Claims 7 and 8 are withdrawn 
from consideration. Claims 1-5, 9-14, 16-21 and 23-25 are under examination. 

The text of Title 35 of the U.S. Code not reiterated herein can be found in the 
previous office action. 

Election/Restrictions 
This application contains claims 7 and 8 drawn to an invention nonelected with 
traverse. A complete reply to the final rejection must include cancellation of nonelected 
claims or other appropriate action (37 CFR 1.144) See MPEP § 821.01. 

Objections/Rejections Withdrawn 
The use of the trademarks at least at pages 3, 4, 15 and 23 have been noted in this 
application. 

Priority 

The examiner acknowledges the English-language translation and a statement that 
the translation is accurate of the provisional application 60/270,593. 

Claims 1-6 and 9-23 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 
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The rejection as to claim 1 and every claim dependent thereon is withdrawn in view 
of Applicants' amendment to the claim. 

The rejection in relation to claim 6 is withdrawn in view of the cancellation of the 

claim. 

The rejection of claim 14 and every claim dependent thereon is withdrawn. 
The rejection as to claims 15, 16 and 17 is withdrawn in view of the amendment to 
claim 14. 

The rejection as claims 19, 20 and 23 is withdrawn in view of the amendments. 
The rejection of claim 21 is withdrawn in view of the amendment to the claims. 

Rejections Maintained 
Double Patenting 

Claim 1-6 and 9-23 of this application conflict with claims 1-3 and 7-20 of 
Application No. 10/076,631 and claims 1-3 and 7-20 of Application No. 10/076,632. 37 
CFR 1.78(b) provides that when two or more applications filed by the same applicant 
contain conflicting claims, elimination of such claims from all but one application may be 
required in the absence of good and sufficient reason for their retention during pendency 
in more than one application. Applicant is required to either cancel the conflicting claims 
from all but one application or maintain a clear line of demarcation between the 
applications. See MPEP § 822. 

Applicants' response of 5-31-05 is still non-responsive on this issue. This is not a 
double patenting issue but a conflicting claims issue involving multiple prosecutions of 
similar inventions. 

Claims 1-6 and 9-23 are provisionally rejected under the judicially created doctrine 
of obviousness-type double patenting as being unpatentable over claims 1-3 and 7-20 of 
copending Application No. 10/076,631. Although the conflicting claims are not identical, 
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they are not patentably distinct from each other because the specifically claimed and 
disclosed species anticipate the instantly claimed invention is maintained for reasons made 
of record in the office action mailed 6-16-04. 

Applicants' response notes the provisional double patenting rejections would be 
addressed upon the indication of allowable subject matter. No indication of allowable 
subject matter will be made until such time as Applicants distinguish the inventions or file 
an appropriate disclaimer. 

Claims 1-6 and 9-23 are provisionally rejected under the judicially created doctrine 
of obviousness-type double patenting as being unpatentable over claims 1-3 and 7-20 of 
copending Application No. 10/076,632. Although the conflicting claims are not identical, 
they are not patentably distinct from each other because the specifically claimed and 
disclosed species anticipate the instantly claimed invention is maintained for reasons made 
of record in the office action mailed 6-16-04. 

Applicants' response notes the provisional double patenting rejections would be 
addressed upon the indication of allowable subject matter. No indication of allowable 
subject matter will be made until such time as Applicants distinguish the inventions or file 
an appropriate disclaimer. 

Claims 1-6, 9-14, 16-21 and 23-25 stand rejected under 35 U.S.C. 112, first 
paragraph, as failing to comply with the written description requirement. The claim(s) 
contains subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention is maintained for reasons 
made of record and herein. 
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Applicant arguments have been considered but are not persuasive. Applicants 
acknowledge the claimed genus encompasses widely variant structure and indicate that the 
Examples provide for adequate written description. This is not persuasive. Applicants 
argue that W S" can be any signal sequence. This is not persuasive because applicants argue 
in the response that it has to have the additional property of increasing yields and neither 
the specification nor the art define the structural feature of a signal peptide that 
provides for this function. As to M F", F is specifically defined in the specification to 
indicate that allows secretion of a protein encoded by Y into a fermentation medium. In 
contrast to Applicants assertion, hirudin or it derivatives or variants have not been 
demonstrated to have this property. A signal sequence M S" allows for secretion of a 
protein into a fermentation medium. Every single Example of the specification and the art 
from which the plasmids were derived, have signal sequences. This specification fails to 
teach that hirudin or the derivative has the functional property of allowing secretion. 
There is no teaching in the specification that provides for an expression construct limited 
to hirudin or derivative thereof provides for secretion. In other words, hirudin or 
derivative thereof itself has not been demonstrated in any host cells to be recombinant ly 
produced as a secreted product, absent more. Applicants argue Examples 1-9, the nucleic 
acid of claims are not so structurally limited. This is the issue here with the definition of 
T" in the specification. Further, the specification does not define hirudin derivatives and 
therefore provides for unlimited variation of hirudin. The exemplification of two known 
N-terminal substitutions and lepirudin in the Examples does not provide adequate written 
description of a genus of unlimited variation. 

Claim 1-6, 9-14, 16-21 and 23-25 stand rejected under 35 U.S.C. 112, first 
paragraph, because the specification, while being enabling for the particularly disclosed 
nucleic acids encoding fusion proteins, plasmids, bacterial host cells and methods of 
fermentative production in a bacterial cell and isolation of the fusion proteins thereof 
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from a culture supernatant as particularly set forth in the Examples of 1-9 of the 
specification, it does not reasonably provide enablement for the claimed nucleic acids 
encoding fusion proteins, plasmids, host cells, methods of making and purification is 
maintained for reasons made of record. 

Applicants argue that the amendments obviate this rejection. This is not 
persuasive; the claims are not limited to the particularly disclosed nucleic acids etc. 
Examples 1-9 provide for particulars that are not set forth in the independent claims. 
For example, the amendment did not address the issue of hirudin or derivatives thereof as 
allowing for or directing secretion into a culture cell medium and isolation from a 
supernatant. All of the examples provide for a particular nucleic acid, a particular signal 
sequence and defined host cell (E. coli) to get production into the culture medium. As 
indicated, there is no evidence of record that the nucleic acid of claim 1 is either 
expressed or secreted. Applicants have simply not provided any evidence of such in any of 
the relied upon Examples. As such, this rejection is maintained in its entirety, as 
Applicants have not particularly addressed any of the issues set forth herein. 

Claims 1-5, 9-14, 16-21 and 23-25 stand rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

As to claim 3, the following phrases have no meaningful interpretation "smompa 
derived from", "ecoompc derived from", tt af 009352 derived from", "aeoynxa derived from" 
or "stompsl derived from" because these acronyms apparently represent specifically 
claimed nucleic acid sequences not described nor specifically defined in the specification. 
Applicants argue that the specification specifically defines these sequences at paragraphs 
128-131, page 28 of the specification. This is not persuasive; the specification does not 
define these terms to be limited to the specific nucleic acids, but provides exemplification 
by parentheses. Further, the specification does not indicate by language w By this we mean 
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that and only that". As such, the description does not convey a limited definition of these 
terms and sequences encompassed. Limitations of specific sequences of particular 
database genes are not read into the claims, because databases can be revised, modified 
or eliminated. As such, Applicants argument of a definition is not persuasive. 

As to claim 4, the recitation of tt Ser-hirudin" or tt Ala-hirudin" have no meaningful 
interpretation in view of the specification because the specification does not describe nor 
define what these apparent variants are or are intended to encompass. Applicants argue 
that the specification teaches that the variants different in structure by a number of 
amino acids at page 1, paragraph 2. Applicants arguments are not persuasive, the passage 
that Applicants rely upon is not present at bate 1, paragraph 2. Further, since applicants 
define variants in that the different in structure by a number of amino acids, it is not 
clear that these variants are the structures of the prior art where the N-terminus is 
substituted or varied. Given the lack of definition of derivative and the definition of 
variant in the specification to encompass any substitution, insertion or deletion in 
variation, the claimed terms are not seen as limited to the commercial embodiments or to 
the N-terminal derivatives of the art. As such, the metes and bound are still indefinite in 
view of the teachings of the specification. Further, Applicants amendment now includes 
natural isoforms (that are specifically included in the definition of "hirudin" (see page 40). 
As such, the term hirudin derivative is necessarily seen to include hirudin as defined in the 
specification. Therefore, the skilled artisan would not be readily apprised as to the metes 
and bounds of the claimed derivatives. 

As to claim 17, the claim recites precipitation components of a culture medium, 
however, no culturing step in culturing medium is provided for in the previous claims. Use 
of the phrase "components of a culture medium" is not provided for. Applicants' 
amendments do not obviate this issue. 

Where applicant acts as his or her own lexicographer to specifically define a term 
of a claim contrary to its ordinary meaning, the written description must clearly redefine 
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the claim term and set forth the uncommon definition so as to put one reasonably skilled in 
the art on notice that the applicant intended to so redefine that claim term. Applicants 
argue that "signal sequence" is used in its conventional meaning but the additional property 
of increasing yield is an additional property. This is not persuasive; the art does not 
define the structure of any signal peptide that provides for the alleged additional 
functional additional property. Therefore, given any random signal sequence, the skilled 
artisan would be unable to ascertain whether or not that the signal sequence has the 
asserted additional property as to be included or excluded by the claims. 

Claims 1, 2, 6, 9-15, 17, 22 and 23 are rejected under 35 U.S.C. 102(b) as being 
clearly anticipated by Dawson et al, WO 91/09125 published 27 June 1991 is maintained 
for reasons made of record in the Office Action Mailed . 

Dawson et al teach a nucleic acid encoding a promoter-signal peptide-hirudin- 
cleavable linker-hirudin-enhancer or nucleic acid encoding a promoter-signal peptide- 
hirudin-cleavable linker-streptokinase-enhancer in plasmids contained in host cells (see 
Examples 1-15) and methods of production therefrom, isolation of the fusion from 
supernatants and cleavage of linker and release of active streptokinase and hirudin in E. 
coli and S. cerevisiae. As such, the claims are anticipated by the prior art. 

The rejection is maintained for reasons made of record, in view of the lack of 
definition of "hirudin derivative" and its specific inclusion of natural isoforms in claim 4. 
Applicants' arguments that a hirudin is not a hirudin derivative is inconsistent with the 
amendment of the claims and specific variants included within the definition of "hirudin" in 
the specification as filed. 



New Rejections Based on Amendment 



4 



Application/Control Number: 10/076,634 
Art Unit: 1645 



Page 9 



New Rejections 

Claims 1-5, 9-14, 16-21 and 23-25 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

As to claim 1 and 24 and every claim dependent thereon, the term hirudin derivative 
is not defined in the specification as such the skilled artisan would not be apprised of the 
metes and bounds of this term. Further, the use of "derivative" is confusing because the 
specification at page 4 indicates that the natural hirudin isoforms as set forth in claim 4 
are specifically denoted as "hirudin" in the specification and therefore the term "hirudin 
derivative" encompasses natural hiruidins. As such, the metes and bounds of this term 
cannot be ascertain because it is unclear how one of skill in the art distinguished 
derivatives of hirudin that are meant to be included within the scope of the term as 
opposed to those derivative of hirudin that are n not included within the scope of the 
claim. 

As to claim 14, 21 and every claim dependent thereon, claims 14 and 21, now recite, 
"fermenting the host cell of claim 11 in a fermentation medium resulting in a fermentation 
supernatant". The process of fermentation does not provide fermentation "supernatant" 
or a "fermentation medium". Supernatant is a clear liquid overlaying material deposited by 
settling, precipitation or centrif ugation. As such, there is no supernatant isolated. The 
fermentative process provides for both. There is no step that provides for supernatant 
isolation from the host cell. The process as defined is clearly inconsistent with the 
defined meanings of the art. Further it is unclear from what the fusion protein is isolated 
and it is unclear what "produced thereby" references. Applicants' amendment removed 
this issue from claim 18 and inserted it into claim 14. As such, this issue has not been 
resolved by the amendment and is not applicable to claims 14, 16-21 as amended. 



Status of Claims 
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Claims 1-5, 9-14, 16-21 and 23-25 stand rejected. Claims 7 and 8 are withdrawn 
from consideration. 

Conclusion 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Of f ice action. Accordingly, THIS ACTION IS MADE FINAL See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of the 
advisory action. In no event, however, will the statutory period for reply expire later than 
SIX MONTHS from the date of this final action. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status information 
for unpublished applications is available through Private PAIR only. For more information 
about the PAIR system, see http://pair-direct.uspto.gov. Should you have questions on 
access to the Private PAIR system, contact the Electronic Business Center (EBC) at 866- 
217-9197 (toll-free). 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Patricia A. Duffy whose telephone number is 571-272- 
0855. The examiner can generally be reached on M-Th 6:30 am - 6:00 pm. If attempts to 
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reach the examiner by telephone are unsuccessful, the examiner's supervisor, Lynette 
Smith can be reached on 571-272-0864. 

The fax phone number for the organization where this application or proceeding is 
assigned is 571-273-8300. 

Patricia A. Duffy 
Primary Examiner 
Art Unit 1645 



